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Dear Sir 

1. Lynn E. Spifler, doctor* as follows; 

1 I am a coin vc ut or of the subject matter in the abov e ^ rffaeiiLcd application. I hive 
bettiprtcric^nraiMi^ A copy of my acrtculmm rttcm is attached hereto 

as Exhibit A. 

2. I have be« manage duw^i trials of OticoVaxF 111 prostate cancer raceme which 
is A c w inb uml homan prostate specific antigen (itiPSA) fbnnolstad in fi p cwm u a with fipid A as 
adjuvant. Lipid A is a preferred adjuvant because of m ability to stimulate oeU-mediated 
fxnaftmrty in eeneral and production of cy tol o gi c T oelh (CTL) in paitioxkr. as opposed to alum 
which enhancea the antfcody response 

3. We cosducted ftxir oEmeai Phase VII tmb with 4 or 5 paficcfe m each trial, in the 
firs* two trials, riigibie patients had sn/pcally incurable and hormone-resijtant prostate cancer as 
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wtfl as intact immune responses as measured by ability to respond to recall antigen* Patients 

fSfi 

were given ] ml of the vaccine containing 100ftgrhPH5 and 200 Mg5pid A In the 5m trial, the 
vaccine was a dministe red intramuscularly id two divided doses on two extremities with intact 
regional tench nodes every 30 days tow 3 In this trial, one patient showed skin test feftsirivity 
to PSA with a diameter of erythema of IS mm, sad a diameter of induration of 10 mm (when 
diameters of more than 5 mm are considered pocithre responses). 

4 In the second trial, the tame dosage and regimen was used except that an 
intravenous route was employed. Again, one of fiv« patien t J rftorwod reactivity to a dan tart with 
PSA with a diameter of qyth e ma of 10 

5 In a tfrird trial, the adjuvant OM-CSF was added to the protocol and the vaccine 
was administered with the sazne protoool intrannBCuiariy. In this teat, mBJB patiatte showed skin 



test reactivity to PSA with t mean cfiamctcr of erythema of 37 mm One patient had an erythema 
diameter of 70x50 nan. 

6. In the fourth trial, patients wen treated with cyclophosphamide to diminish 
suppressor cell activity and the vaccine was ad mimsta e d haracutaneoualy with the addition of 
BaeUha Ccdatttte-Gutrin (BCG) at the rite of vaccine adnanirtjatjuti In tins trial 4 of the 5 
patients showed a skin icvpowc to PSA with a men diuoetar of erythema of 57 mm xnd a mnm 
induratacn diameter of 9 nan 

7. The dsti arc shown in detail cm attactied Exhibit B These results show that 
adnaxri stratkra of OncoVaxP™ is succesrfttl in e&ritbg a cellular response in these patients, 
especially in the preaence of a suitable adjuvant 

I hereby declare that all sutwmwiu made herein of my own knowledge are tnie and that all 
statements made on information and befief are beSeved to by true; and father thai these 
statements were made with the knowledg e that wtftfirt &I ae st ateui e u to awd the fikc so made ire 
punokaUebyfhieori^^ of Tide t* of the United States 

Coda, and that «ieh wiWbl fUae sww s m s may jeopardies the vigdhjr of the appficatinn any 
patent issuing thereon, or any patent to which this verified statement is directed 

Executed ai T)Ur>^ , CaSfbrniaon ^ August 1997, fry 

/Wt^ ^ S/z^t ^ — . 

LyimR Jpttfcr.MI). ' " 
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American Board of Internal Medicine 
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American Association of Immunologtsts 
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The Journal of Immunology 

The International Journal of Immunopharmacology 
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Manw^nPt Reviews; 

American Review of Respiratory Disease 

Annals of Allergy 

Annals of Internal Medicine 

Archives of Dermatology 

Archives of Internal Medicine 

California Medicine 

Cancer 

Cancer Immunology and Immunopathology 
Cancer Research 
Cellular Immunology 
Chest 

Infection and Immunity 

Infectious Disease and Immunology 

International Journal of Immunopharmacology 

Journal of Hint*** 1 Investigation 

Journal of Immunology 

Journal of Infectious Diseases 

Journal of the American Academy of Dermatology 

Molecular Biotherapy 

Nature 

New England Journal of Medicine 
Science 

The Western Journal of Medicine 
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National Institutes of Health Grant Reviews 

National Imrttuirs of Health Site Visits 

United States Tuberculosis Panel Task Group 

Atomic Energy Commission Site Visits 

Public Education Panel National Multiple Sclerosis Society 

Review of Grant Applications for the National Science Foundation 

Enterprise for High School Students, Medical Apprenticeship Program, 

San Francisco, California 
Board of Directors, San Francisco Unit, American Cancer Society 
Research and Human Experimentation Committee, Children's Hospital 

of San Francisco 
U.S. Energy Research Development Administration Site Visits 
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Clinical Trial #2 - Intravenous Immunization of Patients with Prostate Cancer with 
OncoVax-P™ (Prostate Cancer Vaccine) 
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Clinical Trial #3 -Immunization of Patients with Prostate Cancer with OncoVax-P™ 
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Clinical Trial #4 - Immunization of Patients with Prostate Cancer with OncoVax-P™ 
(Prostate Cancer Vaccine with BCG 
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